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The registrant, E.I. dupont de Nemours & Co., Inc., submitted 
a set of supplemental data to provide historical data from IITRI 
for the gene mutation in cultur~d mammalian cells. This set of 
data has been reviewed, and the Data Evaluation Report (DER) is 
attached. The citation of the study and the conclusion of this 
review are presented below: 

Ketels, K.V. (1991) Mouse lymphoma acsay for forward mutation on 
D-NC320. Unpublished study conducted by IlT Research 
Institute. Study No. 18. June 1991. Submitted to the EPA 
by E.I. duPont de Nemours & co.; EPA MRID No. 41936601. 

Previous reviewers of this study considered this study to be 
unacceptable because of the high back ground mutation 
frequencies for solvent control, dimethyl sulfoxide, both in 
the absence and presence of S9 activation. The high back 
ground mutation may have limited the ability of the test 
system to detect a weak positive response. 
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Based on the re-evaluation of the supp .. emental data and 
additional information indicating that neither the resolved D+ 
isomer nor the ~acemic mixture (1:1 ratio of the D+ and L­
isomer) were positive in genetic toxicology batteries, 
additional useful information may not be gained byrepeating 
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ASSUU 

EPA Reviewer: tjancy E, McCarroll 
Review Section Ill, 
Toxicology Branch II/HED 7509C 
EPA Section Head: James N Rpwa 
Review Section III, 
Toxicology Branch II/HED 7509C 

IWIKALUJII CELLS IN CULTUU G!NI KUTATIO. 

Signature: A, (.~JS:!' 
Date: 1/t•!! .::..__ 
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DATA EVALUATION REPORT 

SIUDX TXPE: GenM mutation in cultured mammalian cella (mouse lymphoma cells) 

pp BASCOpE: D211878 

SUBMISSION NO: S481405 

P,C COpE: 128711 

HRIP NVKBER<S>: 434737-00,·01 

TEST HhTEBI6L: D·NC302 Technical 

SXNONXMCS): Assure; Quizalafop p·athyl 

~= L08157 

SPONSOR: Nissao:t Chemical Industries, Ltd., Tokyo, Japan I DuPont Agricul :ural 
Products, Wilmington, DE 

TESTING EACILITX: liT Research Instituce, Chicago, IL 

TITLE OF REPORI: Supplement No.1 to: Mouse Lymphoma Assay for Forward Mutation 
of D·NC302 

AJJTHOR<S>: K. V. Ketela (llT Research Instituce); M.M. Chubb (DuPont Agricultural 
Product•) 

REPORI ISSUED: December l, 1994 

CONCLUSIONS--EXECUTivE SUMMARX: Co~enca were received from che sponsor (HRID 
Noa. 434737-00,-01) regarding cha EPA coxicology review, complaced October 23, 
1992, of a mouse lymphoma forward gena mutation aaaay conducted with D·NC302 
cechnicall. 

EPA raviewara considered the atudy unacceptable because of concarna that the high 
background mutation frequauciea (KFa) for the aolvent control, dillethyl aulfcxide 
(DHSO) both in the aba~nce and preaence of 59 activation may have limited the 
ability of the teat ayat .. to detect a weak positive reaponaa. 

'btolo, l.V. llouao L,._ Alii., for rorwlrd tutotl.., of D·IC 302 (IIDpubUobod ltuol)o lo, ll; 
prepar .. liJ' IIT beeuch I-ut1tut.e, Cbic .. o, U. met aul:altt.ed iiJ' •b•• Cb..t.cal Izuha8t.z1••· L\4.., Tokyo, 
J-; clatod J..,o lnl) ..m lo. Ut3U·Ol. 

1 Kay 10, 1995 

•. BEST COPY AVAILABLE. ·.: 

\ 

3 



.. 
' 

... 
-·~ ; 

'.;.;:"· 

AS SUI& MAJIKALIAII CELLS IN CULTUU G!N! lfUTATIOIII 

Baaed on a reevaluation of the data and in consideration of the additional 
inforaatlon indicating that neither the resolved 0+ isomer nor the racemic 
mixture (l:l ratio of the D+ and L·isomer) were positive in genetic toxicology 
batteries, wa conclude that nothing further would be gained by repeating the 
mouaa lymphoma aaaay. n1a atudy ia, tharafora, uparadad and raclaaaifiad aa 
acceptable. By eneloay to tha above fonNlationa of Anura, D-NC302 h 
conaidarad naaativa for tha induction of &ana .utationa in tha aouaa lymphoaa 
aaaay. Our detailed rationale for upgrading tha study ia presented below: 

A. R£SPONSE TO COMMENTS: 

1. High Bgskcround Fraguency for Mqute Lygpbqg Cell•: Neither the 
sponsor's representative nor the author of the original study report 
disputed the Agency's aaaaaamant that the high background frequency 
for the solvent control, dimethyl sulfoxide (DHSO) both in the absence 
(MF - 204xl0.6) and presence (HF - 137xl0·6l of S9 activation 
co~promised the ability of the test system to detect a potential weak 
mutagenic effect. Similarly, the historical data provic'ed by the 
performing laboratory df.d not altar thh asaaaamant. 

2. Need for Additional Studios: The larger issue arising from the 
insensitivity of the mousa lymphoaa aaaay conducted with D-NC302 
relates to whether the atudy should be repeated. The sponsor contend& 
that additional atudiaa are not necaaaary because both the resolved 0+ 
iaomer and the racemic mixture (1:1 ratio of the 0+ and L-iaomer) were 
negative in the following genetic toxicology tests: 

NC-302 

Ames test 
CHO gene mutation 
In yitro chromosome 
aberrations in CHO 
UDS in rat hepatocyte& 
Micronucleus 

P+ Isoger 

Allee teat 
Mouse lympholl& 
UDS in rat hepatocyte& 

HBID No, 

000128205 
000128204 

000128202 
000128203 

41206108 
41206109 
41206110 

Result 

Note: The KRID No. listed by the sponsor for the UDS aasay with the 0+ 
iso~~&r was incorrect; the error vas corrected by our reviewers. 

Ve agree with the sponsor•• arguaent. Since there waa no evidence of 
a 111.1tagenic affect in the flawed atudy, the negative finding& with the 
rac ... te aixture and the D+ iaa.ar aupport the conclusion that nothing 
further would be gained by rapeat~ng the mouae lymphoaa aaeay with D· 
NC302. 
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APP£NQIX ATIACHEQ; Raferenca latter M.M. Chubb (DuPont) to R.J. 
Taylor (USEPA), dated December l, 1994. Supplement No.1 to ; Mouae 
Lymphoma l.ssay for Forward Mutation of D-NC302 (revis,.d) L081 ~7 
K. V. Ketela 
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